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Degr Stephen:

I imagine you must have znticipated that I would very rapidly come
to answer my own gquestions of my last letter. I hasten %o write again
know to minirnime your temusement.

Ae rhouldhave been the first order of ovusiness, I bave been setiling
down to comeintensive random reading—~— almost every paper has some bearing,
intentionsl cr otharwise, on the problen of incomplete virus, which is
iteelf perhaps 3 sign of the significaace of thiz matsriszl for virus
matursticsa.

Aes 1 should have learned sooner, the experiment on EDE-traatmsent,
post-infection has been done, e.g. by Henle % Co. ((should there be 3
designation in scisntific business for Piy., Ltd., the latier having
just the same meaning as ia commerce, limited Tesponsibility?)), in whiech
the yields had much the sane infectivity ratio regardlsss of the treatment.
By Henle's own account, the aumbers of cfffs were 'adequzte', aniiu any
cases We have had the same result in a crude trial, so it isprohably cor-
rect. I would still see gome point, however, in a mowe precise trial in
which the intaraction of input dose with IDE ftreatnsnt, etc., could be
better defined.

However, this renult, while giving nc suppori to The liypothesis, is
not fatal to it, and I am rather impressed with two recently zssimilated
facts: 1) that RDE ramoves little of ths membrane-~bound HAi(nhibitsr), aand
2) that heated virus still adsorbs to RLBE-treated membranss (Karr & Schlesin-
gar: may I rely on this?) Cairns sufgests that most of the bound HAi is
on or teyond the mesodermal surface of the allantoniz cells, which gives
a ronvenient refuge of untestability for certain hypotheses. (Have you
by the way looked at the effect of periodate on the bound HAi?)

Even more interesting are the stuiles (Hoyle, Henle {o. etec) on the
incidence of HA, virus etc. in the infected membmnes, %nd I ar rather im-
pressed with the implication that the developing virus is uninfective until
it emerges ~- again the noiion that its own skin comprises the cell surface.
In fact, Hoyle has statel a view of incomplete virus which is quite close
to The Hypothesie (of. J Hyg 48, p. 296).

(I'm a bit confused whether you and Cairns agree that the
membrane virus has a merkedly lower infectivity ratio than
that liberated into the medium--cf Henle No. 14, JE¢ 103:799)



Of course this is just one of several plausible versions
of the critical maturation step that may be defectéve in the forma-
tion of IV.

I have nét seen many experiments more appalling than figure 2
of Henle No. 10, but it does seem to me rather odd that Cairns'
proposition of tv yield after low multiplixity should not have
been paralleled in other studies, even allowing for imperfect
measurements of the amount of virus actually adsorbed. I thought
at first this discrepancy might have something to do with washing
out the egg, but similar results are reported for empty eggs.

This leads me to ask whether you can give me a more detailed
account of your experiment on effect of allantoic fhuid. (We have
been finding that undiluted allantolc fluid is quite inhibitory
to the growth of PR8 in empty eggs, as is eggswhite at 1:10.

Ditto for LEE. [We are setting this up as a selective method for

the C marker, with preliminary results quite encouraging.) I have
been putting as much as 20 Ads (i.e. in this lab's terminology, viz.
5 ml of fluid diluted to HA%20) into empty eggs and getting out
quite infective yields. This is in Ringer s.?g I have been trying
rather hard to uphold the approach to IV that you were leading me

to in our discussion, and I find I am relying on my rather casual
recollection of this particular experiment. If it could be repeated
here it would convince some of the die-hards.

As to periodate, I am much worried by Henle's contention
that'glycerol-neutralized'periodate will still inactivate flu. Is
there a flaw here} 1Is that f¢ inactivation the irreversible
combination of modified allantoic receptor with the virus® (This

is Henle No. 13)

Finally, on the theoretical side, if its is true that a later
(+ 2 hours) superinfection with inactivated virus can provoke the
yield of IV, this would tend to argue against an event at the time
of inttial entry as being critical. This experiment (again Henle 13)
reads to me rather better than some of the others, but I was not
well impressed with some features of table III, e.g., the timing
and the empectation that NIHA produced after l2hours could be
assayed dn the presence of the earlier accumulation. Your yremarks
on the reliability of the result, and if true, its interpretation
would be of great interest. £

I can foresee that we are going to have to make a stab at
the bit technique, and if not hereg certainly at home, so I would
like to take you up on your offer to send some of the 'gear'. I'm
su{e gou know what's on hand here, e.g., if nothing else some reliable
gelatin.

When I ask for as much as I do in this letter, I should enclose
a 'requisition', and so I do.
Yours,

Joshua Lederberg



